have been investigated. The experimental results showed that the ligands and their complexes have antifungal abilities. When the fluorine was substituted on the para-benzoyl moiety, the antifungal activity of the ligands was obviously increased. Moreover, the ligands were stronger than their complexes in inhibiting fungal activities. The antifungal ability of HL6 is especially strong, and similar to that of the commercial fungicide fluconazole.
Introduction
As we know, pyridine, morpholine and thiourea exhibit broad biological activities, including antibacterial and antifungal effects [1] [2] [3] [4] [5] [6] [7] [8] [9] [10] [11] . 1,3-Dialkyl-or diarylthioureas present significant antifungal activity against the plant pathogens Pyricularia oryzae and Drechslera oryzae [12] . Acyl thioureas are well known for their superior pesticidal, fungicidal, antiviral and plant growth regulating activity [13] . Moreover, thioureas containing both carbonyl and thiocarbonyl groups are versatile ambidentate donor ligands for transition metal ions [14] .
The introduction of fluorine at a strategic position of a molecule is a powerful and versatile tool for the development of organic molecules which have potential biological activities by changing the steric and electronic parameters [15] [16] [17] [18] [19] [20] [21] . The inclusion of fluorine into organic molecules can increase the lipophilicity and thus enhance the rate of cell penetration and transport of a drug to an active site [22] . Fluorinated thioureas constitute a novel class of potent influenza virus neuraminidase inhibitors.
The biological activities of metal complexes are different from those of either their ligands or the free metal ions. In many cases, upon coordination to metal ions, the bioactivity of these complexes increases, suggesting that complexation can be an interesting dose reduction strategy [23] [24] [25] [26] [27] [28] . However, some Co(III) and Ni(II) complexes had the weaker antibacterial activities than the corresponding ligands [11, 29] . The proximate experiments of our group on fluorobenzoylthioureas and their Co(III) complexes [29] have revealed the introducing a fluorine atom on para-benzoylthiourea increased the antibacterial activities, while when the fluorine atom was substituted on an ortho-benzoyl group, the antibacterial activity was weakened.
In 2 ]. The crystal structures of the three ligands (HL2, HL3, HL6) and the corresponding complexes were determined by X-ray diffraction. In consideration of the knwon good biological effects of nickel ion and its complexes [30, 31] , we were interested in exploring the effect of fluorine substitution and the coordination with Ni (II) on the antifungal activities.
Results and Discussion

Structural Characteristic
The molecule structures of the three ligands and the corresponding complexes with Ni(II) are shown in Figures 1-3 , and their X-ray diffraction parameters are summarized in Table 1 . Three ligands show trans-conformation between the C=S and C=O. No significant differences appear in the bond lengths and bond angles of the three ligands (Table 3) . The amidic C(1)-N(1), thiomide N(2)-C (8) and N(1)-C(8) bonds are shorter than the C-N single bond length of 1.472(5) Ǻ. The partial double bond character of the structure is presumed as a result of the p-π conjugation. The length of the bond C(8)-S(1) lies between the values of C-S single and double bonds. In the crystals of HL3, two molecules have some small conformational distinctions. [33] and cis-bis (1,1- [34] . The slightly distorted square geometry is also found in the structure of the three complexes. The O-Ni-O, S-Ni-S and O-Ni-S angles deviate slightly from 90.0°. The conformation isomerizes, which must have happened during the coordination process. The C1-N1-C8-S1 and C14-N3-C21-S2 torsion angles (Table 2) corresponding to the cis-conformation are completely different from the trans-conformations of the ligands. Table 2 . Some structure parameters of the determined crystals
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1.269 (7) 1.233 (6)
1.309 (7) 1.358 (6)
The conformational disposition in the complexes must be derived from the electron delocalization along the S1-C8-N1-C1-O1 fragment. The N1-C1, N3-C14, N1-C8 and N3-C21 distances are shorter than the N1-C1 and N1-C8 distances in the ligands. The distances of N2-C8 and N4-C21 in the complexes are longer than the distance of N2-C8 in the ligands. As Table 2 shows, all N-C bond distances are between a C-N single bond (1.468 Å) and double bond (1.25 Å). The O-C and S-C bonds in the complexes are longer than those in the ligands.
Antifungal Activities
The average values of the minimum inhibitory concentration (MIC) of the ligands and their complexes against the fungal strains are shown in Table 3 25 .0 (Trichoderma spp.), 27.5 (Myrothecium) and 27.5 μmol/L (Verticillium spp.), respectively, much higher than that of HL6 (mentionedabove). The results are similar to the antibacterial activities [24] . The inhibitory abilities of the piperidinyl ligands are inferior to those of morpholine ligands. The MIC values for HL3 were 20.5 (Botrytis cinerea), 18.0 (Trichoderma spp.), 22.5 (Myrothecium) and 25.0 μmol/L (Verticillium spp.), respectively, which differ from the antibacterial activities [24] . The position effect is more apparent. The introduction of a F atom at the para-position of the benzoyl increased the antifungal activities notably. Contrarily, when the F atom substitutes the benzoyl ortho-position, the antifungal abilities decrease. Table 3 . The MIC of the ligands and their complexes against the studied fungi (SD: standard deviation).
Samples
Botrytis cinerea Trichoderma spp. Myrothecium Verticillium. spp. 
Structure-Activity Relationships
On the one hand, organic molecules containing F have the good lipophilicity and thus enhanced rates of cell penetration and transport to an active site [23] . Furthermore, the fluorination adjacent to a π-system or heteroatom-containing functional group can strongly polarize the parent molecule [35] . Taking morpholine and piperidine as the donors and F atoms as the acceptors, the ligands containing F would form a D-A molecular system. The D-A model molecules will be more active in the interaction with biomolecules than the common, so the molecules should have strong antimicrobial activity.
The change of the antimicrobial activity is mostly attributed to the change of the structures in the ligands and the complexes. The change in the structures must result in the change of the charge population on the atoms of the complexes and accordingly induce the differences of antimicrobial activities. In our recent work, it was found that the lower the LUMO energy was, the more polar the C-N of the acyl was, and the higher the antibacterial activity was [29] . In the crystal structures of HL2, HL3 and HL6, the average C-N bond of the acyl measures 1.374, 1.368 and 1.392 Å, respectively. HL6 has the longest C-N bond, so the C-N polarity is the largest and the antimicrobial activity must be the strongest. Upon coordination, the C-O and C-S bonds weaken and the amide C-N bonds gradually strengthen. The average C-N bond distances of 1.319(7), 1.312 (4) 2 ] are shorter than those of the C-N bond of the amide, 1.378(18), 1.358(6) and 1.392(2) Å in the corresponding free ligands, HL2, HL3 and HL6. The shortened bond length of the amide C-N bond is a disadvantage for the polarity increase, so the antifungal activity of the complexes will decrease.
For HL2, the intramolecular hydrogen bonding N-H···F will decrease the polarity of the molecules, and is also disadvantage for the polarity increase of the C-N bond of the amide. For HL3, no intramolecular hydrogen bonding interactions exist, but, a dimer is formed in the crystals of HL3 due to the strong intermolecular N-H···O hydrogen bonding interactions, with a H···O distance of 2.118, N···O distance of 2.965Ǻ, and ∠N-H···O of 173.8°. This hydrogen bonding results in a longer C-O bond (1.233 Ǻ), which disturbs the polarity of amide C-N bond. In the crystal structure of HL6, because the O atom of morpholine replaces the carbon atom of piperidine, two weak intermolecular N-H···O (1) 
Materials
Melting points were measured with Kofler melting point apparatus (Tallmadge, OH, USA) and were uncorrected. IR spectra were obtained in KBr discs using a Nicolet 170SX FT-IR spectrometer (Thermo Fisher Scientific, Shanghai, China). 
Synthesis
The synthetic route to the target ligands given in the literature [28] was used, as outlined in Scheme 1. 
X-ray Structure Determination
Crystals suitable for the X-ray diffraction determination were prepared by solvent evaporation method in dimethylformamide (DMF). All measurements were operated on a Rigaku Mercury CCD X-ray diffractometer [36] by using graphite monochromated MoKα radiation (λ = 0.71070 Å). Single crystals were mounted with grease at the top of a glass fiber. Cell parameters were refined on all observed reflections by using the program CrystalClear (Rigaku and MSC, Ver. 1.3, 2001) [37] . The collected data were reduced by the program CrystalClear and an absorption correction (multiscan) was applied.
The reflection data of the crystals were corrected by Lorentz and polarization effects. The crystal structures were solved by direct methods and refined by full-matrix least-squares methods (F 2 ) using the SHELXTL software package [38, 39] . Non-hydrogen atoms were refined anisotropically and hydrogen atoms were placed at calculated positions. The structure of [Ni(L2) 2 ], involved one orientation disorder, and the molecule was refined in two positions, the main position of the atom F1A was 56.8 % and the secondary position of the atom F1B was 43.2%. The summary of the key crystallographic information and the selected bond lengths and bond angles for both crystals was listed in Tables 2-3 
Determination of the Minimum Inhibitory Concentration (MIC)
The MIC of the test samples was determined by a two-fold serial dilution method. We pre-cultured the studied fungi for 24 h at 28 °C in LB (Luria-Bertani) liquid medium (tryptone 10 g, yeast extract 5 g, NaCl 10 g and 500 mL of distilled water). Then, taking the same concentration of the studied fungi cultured for 24 h in LB liquid medium. Subsequently, the different concentrations of the test samples were added into the LB liquid medium containing the studied fungi and cultured for 24 h at 28 °C (dimethyl sulfoxide (DMSO) as the control and fluconazole as the reference). The culture solution (50 μL) was inoculated on the LB solid medium to observe the growth of the colony and the MIC was the highest dilution concentration of no growth of the fungi. Each concentration repeated three times for each fungus. Differences between the experimental group and the control group were analyzed by Least Significant Difference (LSD) t-test. p < 0.05 was considered to indicate a statistically significant difference. In this work, all results of experiments were measured up to p < 0.05. The antifungal activity assays show the introducing fluorine in the para-position of the benzoyl moiety in ligands is a very powerful and versatile tool to increase antifungal activities by changing the electronic parameters and forming a D-A system. The presence of intra-and intermolecular hydrogen bonding interactions and the coordination will be disadvantage for increasing the polarity of the amide C-N bond and this decreases the antifungal activities, so the antifungal activity of HL6 is the strongest among the studied samples, and is the same as that of the commercial fungicide fluconazole.
Conclusions
